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NAME
ARCHITECT Anti-HGV

INTENDED USE S
The ARCHITECT Anli-HCV assay is a -chemiluminescent micropadicle
immunaassay (CMIA) 1or the qualitalive detaction'of immunoglobidin G (IgG)
and immunoglobulin M (Igh} antibodies 0 hiépaiilis © virus {ani-HCV)
in human adult serum and plasma '(potass"lum"_EDTA; lithium heparin,
and sodium heparin). Assay resuils, in-conjunttion with other laboratory
resuits and clinical information, may ‘be used 0 pfovide presumptive
avidence of inlection with HOV [state of infection or associated disease
not determined) in persons with sighs and symptcms of hepalms and in
persons at risk for hepatitis © infection,

Warning: Not intended for use in sc:eemng btood prasma or lissue

donors. The effectivenass of ARCHITECT Anl-HGV foruse in screening

klood, plasma; or tissle donors hag ridt hesn eszab!eshed

Assay performance characteristics havés not beer esmbllshed for

newhorris, infznts, children, -or poputatlons ot immunccompromised ar

immunosuppressed patients. THE usEr is respansible for establishing their
own assay performance characleristics in thesé populations.

SUMMARY AND EXPLANATION OF THE TEST

The ARCHITECT Anti-HCV agsay i Tor {fe’ deieiction of antivodies 1o

the hepatitis G virus (HEV). Chamiluminescert immufoassays afe a

variation of the enzyms immutioassay {EIA} princinle. Solid phass ElAs,

first described in the early 1970s;.use amigens and/or antibodies coated
on a surface (o bind complemeniary analytes.! The bolnd dndlyte is

detected by a series of antigen-antivody reactions. EIAS ate available 4o

identify antigens and antibodies félatéd to viral hepatitis infection. In the

ARCHITECT Anti-HCV final reactian, bound acridinylatéd conjugales are

used 10 gensrate a chemilumingscert signat.

HCV is a bloodboine virus 22 Sérglogical studies emp!cymg E lAs far

detection of antibodies o tecombmam antigeris of HGY have eslablished

HCV as the cause ol most hmodbome“ s well as community-acquirad®

non-A, non-B hepatitis. The -presence of anti-HCV indicates that an

individual may have bean mfecfed with HCV, may farbor infectious HCV,
and/or may be capable of fransmitting HCV infection.™

Although 1he majarity of infectéd individuals may be asymptomatic, HCV

infection may develop into chronic hepatitis, cirrhosis, andfor increased

risk of hepatoceilular carcinomia.’® "* Thé implernematicn of blood donation
screening lor anli-HCV by ElAs has Ied 1o 6 marked deciing’in the risk of
rransfusion-sransmitted hepatitis.'* Lot

ARCHITECT Anli-HCV has beén’ desrgned lc detert anutmd 23 1 puialive

siructural ang nonstuctural proteins ol the ROV gename. The retatinnship

between the recombinanl HCY proteing dn ARCHITECT Anli-HCY and
the pulative structural and nonstrociural pro:ems at the HGV genome is
depictad helow. "

* HCr43: The HCrad protein is expresspd ‘n Esrhermnra coli L. cofl)
and is compaesed of two nencontiguaus coding regions of the HCV
genome sequence. The first region reprosents aming acids 1182 o
1457 (33c) of Ihe HOV sequercd. The second of the twa regions
represents aming acids 166 150 {chrej of the HCV sequence. Because
of the similarity of the genomic organization of the flaviviruses, it is
suggesied that the first sequence is frof the NE3 coding region and
the secand sequence is from the cofe coding fegior of HCV.

« ¢100-3: The ¢10-4 antigen is aracombinant HOV protein expressed
in Saccharomyces cerevisiae {yeast)) The genomic organization of
flaviviruses suggests that the cloned sequence is contained within the
putative fisnitructural- (NS3 and NS4) fegions of HCV. The ¢100-3
protein is-a chimeric Tusion protein with 184 amino acids of human
sugeroxide dismitase’ [hSC)D] five - linker aming acids, amino acids
number 1669 to 1931 of ‘the HCV polyprotein, and the additional five
amino acid linker &t the carbaxyl terminus.

Hepatitis © antigens HCH3 -and ¢700-3 are prepared under US ficense

by Chiron Torporation under a shared manufacturing agreement. The

ARCHITECT Antl-HCV @ssay is' manufactured under contract agresment

frem Ortho Diagriostic Systems and Chiron Corparation.

BIOLOGICAL PRINCIPLES OF THE PROCEDURE
The ARCHTECT Anti-HCV : assay s a two- -step immunoassay for the
qualitative detection of ‘anti-HCV in human serum and plasma using CHIA

technology with flexible assay pratocols, referred to as Chemitfex.

in the first taf, ‘samplé; recombinant HGV antigen coated paramagnelic
mictoparticles, ‘and assay diluent are combined. Anti-HCV presem
in the samgle Binds o the HC‘-V cca1ed mlcrcparucles After washing,
anti-human IgGfigM agriginiimlabeled comugate i$ added in the second
step. Following another wash cycle, pre-trigger and trigger soiutions are
added 1o the reaction mivture. The resulting chemiluminescent reaction
is measured as-relative light units (RLUS). A relationship exists between
the amount of Afti-HOY in the sampte and the RLUs detected by the

ARCHITECT / optigat system

The presence or absence of ‘anti- HC\:’ in the samp!e is determined ty

comparing the chemiluminaséant ‘swgnal in the reaction to the cutaff

signal determined from an activé AHCHITECT Anti-HCV calibration cures.

il the chemilumingscent signal of the sample is greater than or equat 1o

the cutoll signal, the dample is cansidered reactive for anti-HCV

For additianal infafmation” on gysteém and assay technology, refer to the

ARGCHITECT System Qperaticns Manual, Section 3.

AEAGENTS =~ - :

Reagent Kit, 100/500 Tests .©

NOTE: Reagent Kil configiration varies based on order.

ARCHITECT Anti-HCV Reager Kit (No: 1L79)

+ IMICROPARTICLES! 1 or 4 Bottla(s) (6.6 mL/27.0 mL) HCV antgen
{recombinamt E. coli, recombinant yzast) coated microparticles &
MES buffer. Minimum concentralion: 0.14% solids. Preservatives:
antiticrotyial agents.

. ECONJUGATE 1ord aome(s) {59 LB 3 ml) murine anu-human (gGf
#gM acridimum-dabelad conjugate in MES buffer with proten (bovire}
additive {152 ‘M) and surfactant. Minimum concentration: [(igG)
8 agfmL {igM) 0 B ngimL. Preservalives: antimicrotiai agents

+ [ASSAY DILUERT| {0 4 Bouis(s) {10.0 mLf50.9 mi) anti HCV assay

diuent containing TRIS Buffer with protein {goat) additive {102.6 gL}
-and surlactant, Présaivative: ProCIm” 300,

Olher Reagents Lt :
ARCHITECT 4 Pre»’Trig"ge’r -Solu'lic}n'

» [PRE-TRIGGER SOLUTION Pre-trigger solution containing 1.32% {w/vi

hydrogen peroxide. . .

ARCHITECT § Trigger Soluticn

* |TRIGGER SOLUTION; Trigger solution containing 033N sodium
Fyronicie : .
ARCHITECT i Wash -Buﬂér
{WASH BUFFER Waéh'bu[fe_r colniaining phosphate buffered saling
solution, Preservative: aritimicrobial agent .
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WARNINGS AND PRECAUTIONS
For In VitFa Diagnostic Use., '

Safety Precautions

*  CAUTION: This product requires the hand!mg of human spacimens.
It is recommended that all human sourced materials be cdnsidered
potentially infecttaus and handled ir atcdrdancs with the OSHA
Standard on Bloodborne Pathogens.'" Blosafety Level 2% or other
appropriate biosafety practices”# stioifd be used for materizls
that contain or are suspected of contatning infactious dgents.

« For 2 detailed discussion of safely precautions during system
operation, refer o the AACHITECT “System Oparations Manuat,
Section'8. : o

Haridiing Precautions

« Do o 45 :eagents beyand the exp:rauon dale

+ Do not poo! feagents within » reagent kit of he!we-en reagent kits.

* Before loading the ARCHITECT Ant- HEY Aeagient Kit on the
sysiem for the first time, the microparticie ‘botiie requires mixing 1o
resuspend microparticles that miay have satited diring shipmenl, For
micreparticle mixing instructions, refer 16 the PROCEDBRE Assay
Proceduse section of this package insen. :

*» Septums MUST be used to _prevem reagent evaporation and
contamination and to énsufe reagen( integeity. Reliability of assay
resufls cannot be guaraniead if septoms are not used according 1o
the instructions in this package insert
+ To avoid contamination; wear clean gloves- when ‘placing a

septum on an uncapped reagent bottle.

+ When handling conjigate’ viafs, | change gk)ves that have
contacted human plasmajsenim, since Intreduction ‘of human
1gGHyM will result in a fieitralizéd conjugate. ..

+ Belore placing the septdm’ on “an uncapped - reagenl boltle,

squeeze the septamm-in hall to cenfirm that the slits are open. If |

the siits appear sealéd, continue o gently squesze fhe seplum o
open the slits. :
= Once a seplum has’ been -placed on the reagem bottie do not
invert the boitle as this witl résuit in thagatit |éakage and may
COMpPromise Assay esults
o OGver time, restdual liguids ‘may ‘dey on the septum surface. These
are typically dried salts and have no effect anassay-efficacy.

« Far a dstailed discussion of handling precautions Huring -system
operaticn, rafer-io the ARCHITECT System- Operatiohs Manual,
Section 7. : : '

Storage Instructions

fodc .

LI 3= ’l The ARCHITECT -Aft-HOV Reagent it rust be stored
at 2-B'C in an upright position and may be used tmmedlately after
rernoval from 2-8°C storiige.

« When stored and handled as d\reclad the rsagenis are smble until
the expiration data.

+ The ARCHITEGT Anti-HCY Fﬁpagem Wit may be stored on board e
ARGHITECT / System for & maximum of 30 days Affer 30 days, the
reagent kit must be disgarded. For information ‘on tracking onboard
time, refar to the ARCHITECT Sistem Ope’r'aiio_ns Manual, Section 5.

» Reagents may be stared on of Bil the ARCHITECT ¢ System. (i
reagents are removed from the syslem, store them at 2-8°C (with
septums and replacement caps) inan upnght position For reagenis
stored off (he system, it is fetorrmended 1hat they be stored
in their original rays and boxes 0 phsite they rafnain -uptight. -4

the microparticle bottlé does net remald apright {with & septum

installed) whife in refrigerated storage off the system, the feagent
kit must be discarded, Alter reagents are’ reimoved from the system,
nitiale a scan Lo update the onbicard slabilily timer.
Indications o Reagent Deterioratién _ _
When a control value is out of -the spebified range, it may 'énqiéate

deterioration ol the reagents of efrors in technique. _:Associa%ed st

resulis are invalid and sampies must De relesied, Assay recalibration may
be necessary. For i:ouhlcmoolmo imtormation, refer 10 the AHC?—HT&CI
System Oparations Manuat, Secuon 10

INSTRUMENT PROCEDURE

. Tha ARCHITEGT AntHGY assay file  must he instalied gn the'3 N

= For information on printing assay parameters, refer to the ARCHITEGT
System Operations Manual, Section §.

+ For a detailed -déscription of system procedures, refer to the
ARCHITECT . System Operations Manual.

SPECIMEN COLLECTION AND PREPARATION FOR ANALYSIS

Specimen Types )
+- The fallowing spedimen fube types were verified for use with the
AHCHITECT Anti HCV assay

Glass R Plastic

+ Serurmi . + Serum

« Serum separslor + Berum separator
| + Lithium heparin plasma separator
i . +Sodim reparin
: J « Dipolassium EDTA

« The ARCH!TECT i System ‘dees not provide the capability o verify
specimen type. 1t i§ the Tesponsibil ity of the operator (o verify that the
correct specimen types are uséd in1ne ARGHITEST Anti-HGV assay.

Specimen Conditions )

« Do not use specimens with the {ollowing conditions:

* heat-inactivated

* paoofed

« grossiy hemolyzed

* obvisus microbial COnlammallon

» Perlormance has riot Been esidblished for the use of cadavenc
specimans of the usa D# bnﬂy Hmds other than human serum and
piasma.

¢ For accurate resulls, er'ui'n e'h‘d plasma specimens should be
free of tibrin. red biood cells. and other parliculate matter. Serum
specimens from patiénts receiving anticoagulant or thrombolytic
therapy may comtain fibrin dug W@ifcomplete ciot formation

* Lse caution when haﬁdlihg ‘patient Specimens 1o prevent cross
cantarmination. Use of disposable pipettes or pipene tips is
racommended.

* For oplimal results, mspect all specimens tor bubbles. Remove
bubbles with an applicalot stick before analysis. Use a new apphcalor
stick for each spegimen 10 prévent orass contamination.

Preparation for Analysis® © .,

+ Foltow the (ube manufattirer’ s'processmg instructions for serum
and plasma collection tubes. Gra\nw separation is not suflicient for
specimen prepatation.

+ Mix thawed specimens thorcughly by low speed vortexing or oy
inverting 16 -times. Visuafly inspact thé specimens. If layering or
stratification is observed tontinue mixing until specimens are wsidly
hamogenaous.

+ To ansure consistency in results speclmens must be translerred o a
centifuge tube and centritiiged al > 10,000 ACF (Aelative Centnfugal
Force) for 10 minutes Before tésting Ef_

+ they contain fibrin, réd Bloud cells, or other particulate mater or
« they were frozen Nl thawed.

= Centrifuged specimens with & fipid tayer on the top must be transtgrreg
ta a sample cup or ‘secondary tube. Care must be-taken to ransler
anty 1he claritied éppt:irnen without the lipemic matedial.

» Transter clarified speczmen 10 & sample cup or secondary lbe for
lesting

Siorage

s+ Specimens may be stotéd on ar ofl e clo, red tlosd celis. of
separator gel far

4 up 1o 3 days al 'oom lem;)emlurrﬂ (siudy perinrmed at 20 10 23°C)
or
v yplo 7 days a1 2-8C,

» |f testing will be delayed more than 3 days for spenimens storec al

roeem lempéraidre armore than 7 days for specimens slored af 2.8°C,

remove serum of pizema from the clot, re(! pland cels, o separatny
cgeland slore ut -20°C or cofder. ~

+ Avoig more than three {reszefihaw cycies.

ARCHITECT i System teom the ARCHITECT § System Assay COLROM - '

before periorming the assay. For detailed information on’ “assay file

installation and viewing and editing agsay parameierﬂ, fefer’ o the
ARCH!TFCT System O[)Pfﬁ s Manual, Section 2 :
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Shipping _ o

* Before shipping spacimens, it is recommendgsd that specimens be
ramoved from the clot, red blood cefls;o'r_-_s‘ep'aralor gel.

*+ When shipping specimens, packégé and {3bsl specimans in compliance
with applicable state, federal, and interndtionat Fegulations sovering
the fransport of clinical specimens and infectious substances.

* Specimens may be shipped ambient, at 2-8°C (wet ice), or frozen {dry
ice). Da not exceed the storage time (imitations {isted above:

PROCEDURE '

Materials Provided: .

« 1L79 ARCHITECT Ami:HCV Reagent Kit

Materials Required but not Pravided:

+ 'ARCHITECT i System™

s ARCHITECT 7 Sysisi Assay CD-ROM

o 1L78.01 ARCHITECT Ant-HCY Catititator . .

* 1L79-10 ARCHITECT Anti-HCV Conitrals {or ather control material)

+ ARCHITECT | [PRE-TRIGGER SOGLUTION] '

+ ARCHITECT { [TRIGGER SOLUTION]

* ARCHITECT { |WASH BUFFER! - ;

* ARGHITECT i

* ARCHITECT [ |SAMPLE CUPS

« AAGHITECT i sepTums] - .. "
* AAGHITEGT i [REPLACEMENT 6APS
* Pipeltes or pipette tips (opt;onal} to deliver lhe spemhed volumes

For infarmation on materials reqmred for maintenance pracedvres refar
lo the ARCHITECT System Operanam Manual “Setlisn §.

Assay Procedure
- Helare loading e ARCHI TECT Anl -HCV Reagent Kit on the system

lor the fist time; thE microparticls boillé requires miking 1o resuspend -

microparticlas 1ﬁét'may' nave seitled during” shiprient After the

first time the m|crcpart.cles rave been Ioaded no furrher mixing is

required.

« lnvert the micrapariicle bolt!e d0times.

« Visualy inspect the botlg o ensure microparticles  are
resuspended. It microparticles - are still adhéred o the botile,
continue ta invert the bottle .until the micrcpar!!c!es have been
completely resuspended

+ I the microparticles do not’ rcsu«:pend DO NOT USE Contaet
your local Abbott representative:”

* Once the microparticies have been resuspended, place a septum
on the hotlle, For instructions abeut placing septums on bottles,
reter o the Handling Precautions section of this gackage inserl.

» Load the ARCHITECT Anti-HCV Reagem le oh the ARCHITECT {

System.

*  Verily that all necessary reagents are present,

+ Ensure that seplums are present J:Jn a1| teagent Doltles

= Order calibration, if negessary. ’ :

* For information an ordering cahbratruns reier 10 the ARCHITECT
System Operalions Manual, Sectron €.

*  Order tests. . )

+ For information on ordering pe'i't'iém -s'pabimams and the pasitive
contral and for general operating -procedures, refer o the
ARCHITECT System Operations Manoal, Section §

« Use the fallowing instructions to ofder a neganve controf
{nonreactive Tor anti-HCWVY: =

+ Order a negative control a8 a pauem specnmen notoas a

Control

« Manually verify the vakciy of the hegative control every tirme

i s run. Because the control (s ruR’as a patient specimen, &

result witt nol be lagoed Liy the ARCHITECT § Sy"iPm il itis

vuiside the acceptabie contral range

+ To troubleshoor control vatues that fall cutside she cantiol range b

reter 1 the ARCHITECT Sysiem Operations Manu:x! Section 10
*  The rmitimum sampie cup viriume i calculatéd by the systém emd
15 printed on the Orderlist repnrt. No more than 110 replicates miay
' he sampled from the same samgle cup. To minimize the effects of

evaporation, verify adnquale sample cup volume is present-bafn:‘é'-_

running the st

* " Priority: 70 uL for first ant-HCV test plus 20 pL tor gach 1dd tlcna
antbHOV t8st from the same sample cup.

« 2 3 hours onboard: 150 Lt for e firstant- HEW 155' il ?D o= mr-‘{'.

gach addmanal antic HC\’ -'_:s' from 1he same samplp cup

* > 3 hours on bbard: Replace with a fresh sample (patient
specimens, controls, and calibrator).

« |t using primary or aliquot tuhes, use the sample gauge 1o ansure
sufficient patient'specimen’is present.

* Preparg calibrator and controfs.

+  ARCHITECT Anti-HCV Canbrawr and Gontrals must be mixed by

. gentle inversion betore ise,

« To obtain the récorimended wolume refquirements for the
ARCHITECT - Anti-HCV Cafibratar and Cornfrols, hotd the' bollies
vertically And dispense 5 drops of the cafibratar or € drops of
each gontral inte 'ear:h rasuecuve sampla cup.

+ |Load sampies.

» For information on loadmg samples refer to the ARCHITECT
Syslem Operations Manual, Section 5,

= Press BUN. o .

* For addilional infarfation ‘on grinciples ‘of operation, refer 1o Ihe
ARCHITECT System QOperationg Manual, Section 3.

+  Foroptimat perTormaﬁcE‘. il |s irﬁpqdantlo'perform rgutine maintenance
as described in the ARCHITECT System Operations Manual, Seclion 8
When a laboratory reeres more ‘frequent inaintenance, follow those
procedures.

Specimen Dilution Procedure )

* ‘Specimeris cannct be daluled for the ARCHITEGT Anti-HCV assay.

Calibration

* To'perform a cafebra‘uon tast ARCHITEGT Anti-HCV Calibrator 1
rriplicate. The calibrator should be prierity loaded

¢ A single sample of each confral tevel ‘must be tested o evaluate the
assay calibralion
»  Order confrals as descnbed 1bove
¢ Ensure that assay conlrol valués are within the ranges specified in

the conlrol package insern. )

» Once an ARGHITECT Anti-HCY calibration is accepled and stared,
all subsequent samples may né tested wilhout further calibration
unless:
= A rergent kit with i 'nr_aw lot number is used.

« “Confrols are out of range. -

QUALITY CONTROL PROCEDURES

The ARCHTEGT Anti:HCV Controfs are in & serum matrix made from
recalcified ptasma. Thé vser should provide afternate control materal for
plasma when necessary. ; .

The recommended comro[ ret;unremenf for Ihe ARCHITECT Anti-HCV
assay (s that a single samplé of edch control level be lasted once
every 24 hours.each day of use - Additional controls may be tesied in

conformance with local, slale, andfor federal regulations or acereditation

reguirements and your. iaboralory s tjuality contral policy.

Cantrol values must be within the ranges spacified in the control package
insert. 1f a confrol resuit™s dul 6f its specified range, any test results
generated since the 1ast aceBpfable control results must be evaluated

" to determine if tast results may have Geen adversely affected. Adversely

aitecled test results are invalid,.and thege samples must be retested. For
troutiesheoting infermation, refer (e the AACHITECT Syslem Operations
Manual, Section 10.

RESULTS

Calculation ; '

» . The ARCHITECT ¢ Sys1em calcuiates the cmo” ALY from the mean
chemiluminescent signal of three  Anti-HCV Calibrator 1 replicates
and steres the resull. The cutoft ALU is determined by mulliplying the
Anti-HCV Caitbratns 4 riean RILU by 0.074.

. Cutoff RLU < Calrator 1 Mean RLU x 0.074

+ The ARCHITECT { Bystem cafculates 4 resull based on the ratio of
ne samiple BLU 10 1hk cufsll RLU {SIC0) for each specimen ana
continl,

8/C0 = Sample RLUFCLtoH RLU ratic

; _F]ags . )
 Some results may conlain - informatien in the Flags field, For a

‘deseription of the flags hat may appear in this field, reler 10 the
_‘-AHCHETECT System Gperations Manual, Section 5.




Interpretalion of Results

Initial ARCHITECT Ami-HCV Results

fnitial Resutt vt L
{S/C0) instrument Flag | Interprétation™ | Hetest Procedure
2 1.00 REACTIVE Reactive -=- - "I No feiest required.
08010099 GRAYZONE Grayziing ;... | Fetast in duplicate.
00016079 | NONREACTIVE Nohesadive - | No setest required.
ARCHITECT Anti-HCY Results L
Inittsl L L . PSR
ResUlt . 3 RetestResult "/ Result . 1 Interpretation
Heactive HNa ratast required. Reactive . .| Presumplive svidence ol
S "1 antibodies {a HEGV, [otiow
L0 racommendationg®
) S b E e R siippiemental testing.
Grayzone | BT of the dupiicats | edctive .+| Presumgiive evidence o
ratasts are reaciive. - R Antibdies to HGV; folow
v : COC recommendations™
tgr supplamental testing.
One ot hath of the . E'ri]'ulu'ncai': 1 Antibodias 10 HOY may

dupticate retedts are’
repealedly in ftha :
qrayzong of ong Teiest [ <.
i= reactive ard thé ather ]
nonreaclive.

tr may et be présent;

beobtaified from the -
| individyal tar funh'a_r
lesting 'or tollow COC
tacomnigndations™ fof
| suppleniéntal tesling.

Antibidies 10 HOV .not

.| gelgcled; dnes not

1 exclutde \he pbssitility of
7| Exposuré te HOV.

Bath cf ihe duplscate : _an}eaciive

reiests afe hanreamwa ;

ahtiher spacimen’ shouly]

Nenreactive § No retost required Antibodies 1o HCV not
- | delediad, doas not
-1 exclude tlie possibility of

1 &xpiaisiind 1o HOV.

.| Konreactive

L

IMITATIONS OF THE PROCEBURE s :
For diagnostic purposes, resulls: should t:c useﬂ in CDHjLInCTII}ﬁ with
patient history and other thatus markers Tor d\aglwsas of aculp and chronis
infection.
Current methods lor the deiﬁc.mn of anhbodie,

o HCV may Al dF'TPt‘[

alt infected individuals: A horiréactive 1est fesalt does nol exclude the

possibility of exposure to HOV.. .«

Monreaative test resulls 1 sndmduais imm pr:or exposa{e 1o HUCV may
be due to antibody fevels being feléw the dateciion fimit of this assay
or to lack of antibody reaciivity to ﬁhe recombmanl amlgens used in
this assay. : : i

immunosompromised patichts whi have HCV'may produre levels of )
antibody betaw the sensitivity of lhas ﬂs%y and may not He detectéd -

as positive,

The afliniiy or avidity dwl!ereﬂces or anu human 1ng|gM for anli-HCV
have not been determined with this ‘assay. Thlﬁvefore there may nat
be a damonstration of a signifigant iactesse in writifiotyl1avel bativeen

acute arid convalescent spetimens for a patient in‘the tate dcufe =

stage of infection when Igh &nltsodies are decesabing.” o -
Fesults obiained wit the ARCHITECT Anti-HOV axsay iy nol be vé

assay mathads.

Assay performance Ehdractds |stw¢r mwe fiot been estabhshed Ior_'
newnorns, infants, childran, or popuiations of iminanoeampramised or - : -

mmungsuppressed patients.

releropnilic antibodies - in human “sérui - can rear‘l it reagarﬂ’.',_'
immunogiobufing, Enterferlng ‘with m Witk fmmunoassays ™ Patients .
rautinely expbsad to-animals or o arimal serum nmdutl* can e

proné 1o ihis interference and anomalous-vahies may be’ ohservad
" Additional informatian’ may be requiced tér deagno .

epatilis virue.
.correiated 10 &/ end ponm titer,

Fsfer 46 ‘the ‘SPECIMEN CGLLECTI
ANALYSIS section of His pa cmge mscrl Tor dppcumm hmnauoﬁs

;d
mterchangeably with vaiues obtained with diff erént -i'nanuladtureré‘:

A feadiive afiti. HCV ezt does nol exclude co- mfechcm by ancther Sl

Thie magnitude of 'm N?CH TECT A'm HCV .i‘,‘:ay rpsuﬁl canno! bé e

EXPECTED RESULTS -

.~ Due 1o gangraphic 1ocaucns 6r demographlcs ‘assdy results obtained in

Individiat faboratorins iy’ vary Teof: data-prasented,

Of thé 2027 speclrnens tetted in thi ARCHITECT Ant-HOV clinicat study,
1310 (64.63%) were from’ individualéwith indreased risk of HCV infection.
All 1310 were a1 risk Tor HCV due to litestyld, behavior, occupation,

S0 @ known' pxposire [BveAt buliwere asymptomatic and reporled no

current signs or ymptoms o hepatitis. Temmg of these specimens was
performed at thrége clsmcaf sﬂes lotated in Gelveston, TX; Hershey, PA;
and WMilwaukee, V0"

The asymptomat:c popuﬁahon gn=-1310] ronswsted af the Tollowing racef

ethni¢ groups:

-
.
)
-

56% (44.958%) Caucasmn
522 (39.85%) ﬁ.fr:can-ﬁ.menc
185 (12.60%;) Hispaniz © — -
10 {0.76%) Asian; -
9 {0.69%) American 1Adiai]
15 (1.15%) Other

Ai'as-k:a Nétwe

The 1310 specimens from’ 1he asymptomatsc pnpulatlon were obtainen
from the {ollewing collectinn loeations: . .

.

L3

-

207 {53 97%) from Galvestan, TX - -'_ BB (4.57%) from St Petersburg, FL '

185 {14.12%) from High Pmm NEE e BE (A.27%) from Miami, FL

103 (7 8€%) lcom ?Iymou:h MA

4 {3.36%) from Denver, CO
76 (6.80%) from cmmv« ch e

18°(%.45%) from Chicage, IL
54 (4.82%) from Da:l‘!s TX L

A lotal of 237 (18.09%) Gf ‘!he spec!mens in lhe asymptomatic population

were readttive in Ihé AHCHITECT Anti- HEoV assay. The number ot
ARCHITECT Ami-HCVY reagtive fesulls ohserved lor the asymptomatc

" population at each caliection focation was:

132 of 707 (18.67%) Irdm Galvestor, TX
10 of 185 {5.41%) Irom High PointiNC

32 of 103 {21 07%) frbm Piymouth,-MA °

¥ of. 78 {1.32%) from TColton; GA -

15 of 64 |23 44%) letim DA, TX

10 of 58 (17.86%) Irdm Midmi FL°
10 ol 56 (37.86%) frita St Pelersburg FL
13 of 44 {29 §58%) frgin Denver o

14 of 19473 68“&] imm Chlrago i

. Of the 1310 spemmens 864 {65.05%) were female and 446 (34.05%)

ware male. The' age Wwas Aot reperied Jor three specimens. O the
‘remaining 1307 specifieris)1he méan age was 40 vears (age range: 18 lo
73 years). The distribution nf- ARCHITECT Anti-HCV reactive, equivocat.
and nanreactive res'diiyanrodg}"ithe asymptomatic populaticn by age and
gender {n=1307) s surrmariZed inthe tollowing table

S L Age was ot Fefrted for Irew siibjgcts.
M AND ?REF‘AHATION FO? e S :

- ARCHITECT Anti-HCV Tlesult g
1 Age e :
Group ‘Reacfive’ .| Equivocal | Nanreactive
{years} | Gender | a(%) ) En(%) n (%) Totat !
0-17 Fool 0000y . 00000 | 000y - C !
T o™, 0 {0.00) 170 (000) | 0 (0.00) IR
18.29 F o1 12(558) - 1{047) | 202(9395) | 215
do W B{8.99) ) 0(000) a1 (8100 8O
. ja0-ag F- .l 15720 | 1{0aB) | 152 (9231} | 208
I M 1B (18.56) 1108y | 78 (8041 | 87 |
. :;'fag,q.g.: F o | 461826 | 0{000) | 215(8175) | 263
| Mo 155 (3716 ¢ SD(0DD) | 93(62.84) 1a8
150-59 F 26 (16.98) | ©(C.00) 111 (8102) | 137 |
M 47 (51.08) | O(OLD) | 45(4B81) | 92 °
50-63 F 1208 | 0000 | 32(965T) | 093
o M 4{25.00) .. 0{000) 12 (75.00) 6
|767e | TF T ieen | ooy .| sween |6
m T13323) 1 U{000) | R {BBETY A T
Inf_ﬂ.l. B 236 {18.05) ' 3(0.2%) " 1068 (B1.71) § 130714 :




SPECIFIC PERFORMANCE CHARACTERISTICS

Assay results obtained In individua! Iaboratones rnay vary {rom data presented.

Precisian

*  The ARCHITECT Anti- HCV assay is des:gned ta have a Total GV df 5 10%
targeted to 0.80 3/C0O, and a low positive panel targeted to 1.20 S/CO.

System Reproducibility

A five-day precision study was perfurmed far zhe AHCHITECT AN-HCV agsay based on .gmdanca fmm the C!mmal and Laboratory Standards

for the ARCHITECT ART-HCV Pasitive Controf, a high neqative panel

institute {CLSY) document EP15-A2.% Tagting ‘was Eondutted at three clinical sitas “ising -thras dots ‘each of ARCHITECT Anti.HCV Reagents,
Catibrator, and Controls per site. Two lavls of nnntruls end panels were assayed in repTecales ol four at o separate times of day tor @ days. The

data are summanzed in th foliowmg (abte

recision with”

Precision with

Precision with
Additional

. i o Additienal | -Additional Compenents
Grand | ) Within-Laboratory Companem of 7| Component af | of Site and Lot
Mean | Withid-Run | Within-Day - | Precision {Total) o Beatween-Lot {Overal
Sample ] m 4 B/CO | 8D S0 | %LV ] 8D %CV SD | %CV | SO | %CV
Positive Controt {260 | 888 | 0118|382 |ca22) 33 | 0127 | .85 0136 | 37 o136 37
High Negative Panel | 380 '__1'.1.?7 100451 59 | 60ag | 821 0.048 - 82 0073 85 | 0074 9.8
Low Positive Panal {860 145" 0084 | 56 | 0066 | 57 0.066 iR 0108 9.2 01907 83
Negative Contre! 360 | 012 4000 __:NA__ 0.006 | NA 0.067 WA 0.'0_55 ~NAC | 0.055 NA

MA = not applicable

Within-Laboratory Precislo.'

A 2G-day precision study was -parformecf for the ARCHITECT Anti-HCV assay hased on gundance 1rom the CLE! document EPS. Az.2 Testing was
conducted al Abholt Labotatories Usifg three ARCHITECT Anti-RCV assay reagent fols, three Calibrater I5te, ‘one ontral fet, and two instruments
Two levels of controls -and panets wete assaved in replncmes of wo at two separate tifngs of day’ fm 20 ditferamt days The data are summarized

in the 1ollowmg tatie. o

N& = nal applicatle

Grand st W1thm Labaratory
. _Mean - Within-Run Within-Day - Precismn {Total)
Instrument [Sampla ™ 7 B _:"I -S}CG 80 %V - 8D %oV - f_' ED A"
Positive Contrdl  -* ]1.240 | 35477 0088 25 0.086 2.7 DG g 31
: High Negalive Panel | 240 { -0.77 *.|. 0026 34 0.028 a7 -1 0028 - 3.7
Low Posgitiva Pand! {240 113 0.038 3.8 G.041 36 .{.0.041 38
Negative Control . ..] 240 |- Q.20 oz NA 0.037 NA -1 0071 NA
Positive Control . .. | 2407 ~ 352 0.100 28 0.300 <N R B AR 3.3
. High Negative Parel ©] 24074, 0.76 | 0029 3.8 0.029 38 - . p.0agd a3
Low Positive Panel. -1 240 . 1.3 D041 36 6.041 .88 100831 38
Negativé Control < ;| 240 1.-0.17 .-} 0009 NA G.024 CNA 0031 MNA

TN S T e Ty



Clinical ﬁerformance

A prn‘snec%we riulti-center stiidy was conducied 1o evaluatz the ability ¢f the ARCHITECT Anti-HCVY assay & dptpct art-HCV antibodies in 2 group of
individuats that would normally be testéd in & ¢linical snuataon Of the 2027 specimens tested in the ARCHITECT Anti-HCV elinicat study, 1310 specimens
were oblained from individuats with increased fisk of HEV infection due to lifestyle, behavior, ocoupation, disease sldle, or 4 known exposure event and
717 specimens were obtained from individuals exh:bﬂmg sxgns and symploms of hepatitis infagtinn.

The specimen population (n=2027) consisied of the _fochIng racefcthnic groups:
+ 1035 (51.08%) Caugasian L 42 {0 59%) Armerican Indian/Alaska Nalive . )

* 631 {31.33%} African-Amarican cv BE (T 23%) Other
+ 294 (14.50%) Hispanic T
+ 30 {1.48%) Asian

The 2027 specimeris from the spec:men poputation were cbtauned trom the Tollowing collection Im‘atnnns

» 757 [3? ass) irom Gaivaston, TX e 126 (6.52%) from Dalias, TX

« 345 {17.02%Y trom Plymouth, MA . 11& {5.82%) from Gofton, CA
185 (9.13%) from High Point, NC T ga [4 B4%) Irom Miami, FL

+ 181 {B.93%) from Chicage, 1L ) Lo 81 (4.00%) from St. Petersburg, FL

« 140 (6.91%) from Denver, CO

Ol the 2027 spaciment, 1128 (55 55%] wete femaie aﬁd 901t (44 45%) wete male. The age was not rsporled lar Ireer specimens. Of the ramaining 2024
specimens, the mean age was 44 yairy {age range: 18 to 82 yaars}. The HCV status was determined fot’ eich spesitien using the comparator anti-HCV
assay and, as indicated, supplemarital assays {Cheron AIBA™ HCV 3.0 Strip immunoblet Assay [SIA] and Reshe COBAS AMPLICOR ™ Hepatitis € Virus
[HCV] Test v2.0). During the ¢linical study, all compérator and supplemental testing was performed tollowing manutadiurers” instructions. Each specimen
was also tested usihg the ’XRCHFTECT Anu HCV- assay at the threp clinicat sites located in Galveston, TX; Hefshey, PA; and Milwaukes, Wi,

Resulls by Specimen Ciassmcaf no-

Following testing with (Heg compﬁratcr anti- HCV assHy and supplememm testing, where mdsca%ed 202? spemmens weré assigned an HCV slatus of HCV
Infected, HCV Not Determined . o7 HGV ot Infaiéted based oﬁ the final results obtained with the edmparator or supplememai assays according 1o the
foliowing algornthm R N

Comparator Anti- HCV e St .
Agsay Final Result - Supplemental Assay Findl Results HCV Status®
Nonreactive L Not infected®
‘..Chi;.::).n FIBAHCY 2.0SIA | R““"‘H%‘i,saifx;”w“
Raactive ‘ . Posilive . = - N Infected
Aeactive Indeterminate or Negative | Pasitive Infected”
Reactive Indergediele o Hegative - . Equivocal Hot Determinegd”,
o Reactive indeterminate br Negative |  Negative Mot Intected? .
Equwo-cal @osnwe L o .- infecies”
Equivoral indetermlnate &r Negatwe' Positive i !nfec'ed
i Equivocal . -mdeiermlnate ar Negative Equivacal Nc\ Delem ned*
E Equivoral Ingeierminate or Negative Negative Not Infegted? 1

' A negative test result daes not exclude the possitility of exposure to HCV,
Y Btale of associated disease ot De‘zermmed
Indicates active HOV nfetton

* HOCV status cannal be determiried. .
-- = nol perfarmey :




Companson of Resulls

The following table compates the AHCHITECT Antt-HCV assay results with HCV status for the mcfeased rzsk ang segns and symploms populations.
The increased risk popuiation was ranked sccording to he fisk of HOV Infection in study subjects: The risk of HCY infection was ranked based
on & clinfeal evaluation of the fikelitosd of Bequiring HCV thratgh each mode of transmission:; the Mode of transrmission was ranked higher if The
likelthond of acquiring HCV was greater.” Each specinmen was assigned ohly one rigk {the fighest ranked) . The status of HOV infection was assigned
according to the algorithm presenied in ths table in'the previous section. Of the 2027 Epecihens tesied, fhe glatus of 816 specimens was HCV

" Infected. The status of 1411 spemmans was HCV Norfnfecred Mo specimens had the- ‘status HGV Nor Deterinined. The data are summarized in the
following table.

Hcv_sn'ds .
HCV Infocted = " -Not HCV Intected
Reactive | Eguivocal | Nonreactive | Redctive | Equivacal | Monreactive Total
Specimen Population oo n{%) n{%) n{%) .o (). | n{%) %) n (%}
{ndividuals with Ticréased ffak of HCV infection
Flelc:;;;l:gt?s of clatting factar concentrates prior .. 1 (068) 0 (0.00) 0 (0.00)' 0 (0.08) 6'(0‘00)' 2 {0.10) 3015 |
Users of Injecting drugs . I o] RT ATy 0 (000 0(0.00) . -] BY039) | 0{0.00) BS {419 190 (8.37
Multigle sex partners - 53 {2.61) D (0om 1(065) -3 8(0.30) . 1{n08H) 5B7 (25.96) 848 (31.97)
Transfusian recipient orior-to July 1982 or e BT ) .
received blood frof donor (ater’ 1a be mund 18 (0.69) D (C.00} 0000 j 2 ({0ab) |0 (0.00) 22 (1.09) 42 (2,07
HCV posilive : et ' I - ]
P E s . JEET R . :
i,rr]m‘ii al exposure; _muihgr was mfarled wnh a (0.00) 0 {0 00) 016.00) D000 | O (000 34015 3015
epatitis C i . . RS R .
Men who Fave sexwiti mer - 1 (0.05) 0 (000} 0(006)" { 2(010) | 0(0.00) 11 {0.54) 14 {0.69)
Needie stick or rmucoidl txposure on the job 13 {0.64) 01000 0 (0.00) 301 5" ) 2{nif) | 252 {12.43) 270 (1337
Other*: Househald Sonter wih hepafitis G infeetéd § .0 e . RUSATE RO,
indvidual an:ﬂor m'ranasal cocairie user _31 (153 _U.(OBO) 0(0:00) 2(0.10) 3 0000 | 107 (5.25) 10 (591)
::f;‘élf;':‘s e et slgns and symptoms ot a hepatitis | o ovn b g gom | 1008 | 70058 | ooom | a0s (1s2a | m7san
Total Co ) 1#14(30.28) | ©0(0.00) 240.10) ] a0%148) | 3(0.15) | 1378 (67.98) | 2027 (100.00)

* Notbased on COC recommeéndations

Percent Agregment

The posilive percent agreemenl between the AFICHITECT Anti-HOV assay resulls ‘and the HGV Infecred status for the overali population
{nw2027;was 99 68% (E14/8516, Wil 95% conlidence interval of B8, BI% 10 92.96%}. Among thig'specinians wi it HCVinfected stats, there were 0.00%
{01816} equivacal results by ARCHITEGT Anli-HCY assay (35% confidence inlarval is 0:00% {6 §.B0%). The hegdlive percent agreement between the
ARCHITECT Anti-HCV assay resulls ant the HCY Mot infected slatus for the overall populafich wis 87665 (13781441, with a §5% confidence interval
2! 98.73% 10 98.38%). Amonig the specimens with HEVNot Infected Status, there were D.21% (3/1,411% equ:vocal resutls Lw ARCHITECT Anii-HCV assay
{85% confidence interval is 0.04% o D.B2%). -

The table beiow summarizes the gosmve parcér agresment and negative percent agreemen! data for indiuiduals with increased risk of HCV infestion
fry hepatitis risk group : :

Positive Percent -Negative Percent !
: Agfesment 5% Confudence T Agresmient 95% Confidence ;
Hepalitis © Ranked Rnsk Group e ) %% {xjny® interval = 7 o (et Interval i
Recipients ol clotting facter concentrates prfor [0} 198? 100.00 {111 2.50 - 10000 100.00 (2/2) 18.84 - 10000 |
Users of in jecting drugs 100.0C (97/97} kL] 2:?,- 1 00.00 -91.40 {B5/93) 8375 - 9621
Muitiple sex panners 8B.15 {53/54) B0.11 - 9886 98 62 '(587/594) 97.59 - 99.52
Transfusion recipient priar to .Ju!y 1992 o received tiood 10000 (18/18) ©- | ‘B1.47% 10000 91.67 {20/24) 73.00 - 9B 97
from donor Jater to be found HOV positive el ) ) o
Perinatal expesure; mother way infected with thaiill“ C *NA (D)0 “HA - 100.00 {373} 2924 . 100.00
Men wha have sex with men 0000 {111y 250 -700 00 LoBAB2 (1113 5455 - 588 08
Needle stick or mucosél exposdre on the joh 1W0ood (1ang) 7529 - 100.00 G805 [252/257) 95. 52 9‘3 3?
Other'; Household comtact with hepalitis G inlected -~ 100 06 (31 .’B?) BE.78 10000 [BIT [1071109) 83 53 ‘.-'J‘EI ?8
individuat ardfor intranasal cocaine tiser N L
i Tolal 9\:-1 53 (214/215) 97.44 - 99,93 97.63 {1068/1095) 96 54 98 44

® Nt based on CDOC ?’P(‘Oﬂ‘ﬁPﬁddl ong. .

* % = (he numbar of reactive [or Aenréactive) ARCHITECT ﬁ\nu HCV rcsul!s lh‘ﬂ were it agieement with the HCV slatus as delermined by

comparalor ar supplemental testing;

n = the total number of HOV ifected status {ar HCV Nof lnfacled slarus} TEsLIE as demrmmpd by comparalor or supplemental lestng.
Posilive parcent agreemen - [Number of ARGHITECT Ani-HEV reaclive_r8iulls with the HCV Infected status| x 100%

ITatal number of HOV infectad status|

Megativa parcent agresmen: = {Number of ARGHITECT AntiiHCY ninreactive vasulis with \he HEGY Mot infeg ted status) x 100%

{Tmal ruraber of HOV tot Infectad siatus:




Analytical Specuhcuy . : : e
The ARCHITECT Anti-HCV assay was evaluamd Tor potermal cross-reactivity {or specimens from mdwlauais Wam medlical ¢conditions unrelated to HGY
infaction. The specimens were tested using the ARCHITECT Aati-HCV assay and the comparator anti-HGV assay, The final results for each of the
spacimens were compared bhetwéern (He {wd a‘;‘says The data are summarized in the foliowing 1at:|e

Fteaciivny & 1he AREHITECT Anti-HCY Assay s
In Individuals with Madical Conditions Unrélated to HGY lnfectton 5

Comparatet Anh-HCV Assay \
' _Nonfeac!ive Equwocaf Reactive® r
. ARCHITECT ARCHITECT || ARCHITECT [
) } . - AmMi-HCY Amti-HCY - -, Anfi-HCV i
Categéry S e I Mreleee] R | wRE [ BoR | f | ARY] earl RY
Cytnmegatoviris {anti- CM\! positive) Coein ] A0 10 o} 0 o o] 0 0 0
Epstein-Barr Virus {anti-EBV positive} o . ig i0 0 0 0 0 0 0.0 0
Hepatitis A Virus {anti-HAY positve) . 110 2 D |0 |0 o 0|0 1 &
Hepatitis B Virus (anti:HBV positve) - 1w [wjo|lojo|6c|oio]o]a %
Human immunodeaficiency Virus (antiHIv-1 posmve) 10 8 0 0 0 C )0 410 ] 0 3
Anti-Nuciear Antibody (ANA} = w 1w |o|o|o|o|o!a]lola
Escherichia coll (€. Colj - . 0. . ... 3 [alojof]o]ao]olo]o]o
Elevatet 1gG et 1w | ajoio| o o0 ~o°f 0|1
Elavaied igM R ] .10 B |0 0 G 0 ¢ o0 2 i
Elevated total bilifuia fw{afololoelojol o]oles '
Elevated total grotein 18 5100 0 o] 0 f 0" 0 3
Herpes Simplex Virus (HSV) igG S - f8 5 o] 0 0 0 [0 0 C 0
Hurman T-cell Lymphotropic Viros (HTLV 10 10 a 0 o 0.0 4] ¢ 4]
Human Anti-Mouse Antibadies (HAMA) pogitive - | 10 10 o |l ¢ o -0 0 0 7.0 0
influenza vaccine recipisnts - i L 10 9 | 0. G ‘ ¢} 0] 0 4] i 0 1
Multiparous female w1010 10| .0 o | o B 0.: 0 o] 0
Non-viral tver disease ) LT 10 10 o o] 0 0 0.+ 0 G- 1 0 N
Reumaloid (actar positive ot lwloflolofoloie o]le 3
Rubella . ol tw]lolel ool ois Tolo a
Syphitis _ o e lojo 6o 0o e o3
Systemic Lupus Erythemamsm (SLE} 3 A ] .40 ] 0 D_ ’ D Q 0 0 7
Tomphsnm:,zs luG positive . s . 3 9 1.0 o] 0 ] 0 4 0| o
Varicella Zoster Virus (VZV) posnlwe -1 10 9 .00 ] 0 0-; 0 0 1 : :
Yeast inlection _ _ s leloloe o o|ofa oo
| Total Tl trea e e 1 ] 0] 0 2 |0 |2 '

© Each reactive anli-HCV result was verified using 1he comparator ‘anti- HCV assaY. . i
" NR = Nenreactive, EG = Eguivocal, R = Raactive - o
Te final result of the anti-HAY positive specimen was anl- HCV negatlve “Wwhen tested ysing the Chirgn FHBA HCV 30 !
Sia and HCOV RNA negative when'tested tising the Flache COBAS AMPLICOR HCV Test v2.0 : v
The final result ot the anti-HIV-1 posilive speeinign was anti-HCV indetérminite when testad using the Ehiren AIBA HEV IS
30 SIA and HCY RNA negative when tested using: tFié Roche COBAS AMPLICOR HCV Tastv2.0. i
" The final result of he syphilis specimen was anti-HCV negalwe when fested Using the’ Chiron RIBA’ HCV 3 0 SIA and i
HCY RNA negauve when lested ustng the Roche COBAZ AMPL ICORHCY Test v2.0, .

a

Interferenca
Althe concentrations listed beiow bil .ruhln (con ygated and uﬁcanlugaled) hemoglcﬁln total protein, and lnglycendes showed less than 10% interference
in the ARCHITECT Anti-HDV assay for high negahve samples {SJCO ranqn 0; 50 w0 9'3) and Inw posume S'm\pies {S{CG range: 1.00 to 5.40):

*  Bilirubin = 20 mgfdL
*  Humaogiabin = 600 mo/di
*  total Protein T2 12 gldl

»  Triglycarides < 3000 mgfal




Tube Typé Matrix Comparison

The following tWbe types are acceptable !or use wnth lhe AF!CH%TECT Anti-HCV assay.

+ Glass: serum and sertm separator e :

+ Plastic: serum, sefum separater, irthuum hapann p!asma separalor sodium haparin, and dpmassxum EDTF.

On average, the lube types listed in the table beiow ‘stiowed 1ess then a-10% differance viheri cnmpared 1d the control iube type (giass serum) far high
negalive samples (S/CO range: 0.60 1o 0.99) and low poshive samples {S/C0O range: Y. 00114087,

WiIth the tube types Gsted in the table below, the AHGHITECT Anti- HCV askay showed the Jailowing disfribution of percant differences when compared
1o the glass serum tube type. . .

) ) ) ) =Distribution otthe differances i
Tube Typé - - . ' <1M C | o s 20y _>zo%
Giass Serurn Separater | B5.0%{34/80) | .. 16.0%(6/40)"

Plaslic Serum I B 95.0%(38/40) | . 5.0% (2/40) e
Plastic Serum Saparator B o] - 800%640) | .?.5%(3[“8_0} . 2E%(1140)
Plastic Lithium Haparin Plasma Separatar 725%(29/40) |- 22 .5%(9/40) 5.0%(2740) ) .
Plastic Sodium Heparin - - | 75.0%(30/40) |  22.6%(9/40) 26%(1/40) -
Plastic Dipotassivm EDTA™ -~ - | 725%(29/40) | 200%(8M0) |- 7.5%(3/40)

Serocanversion Panels

The AACHITECT AntisHOV assay detects ‘the same or greater overa!l number of feactlve bleeds ag the campar‘ator anti-HCV assay. Nineteen anti-HCVY
patient seroconversion panet sets were obitalned fram two- commercidl vehdors and testad using thé ARCHITECT Anti-HCV assay and the comparator
anti-HCV assay. Far menibers of panels 1hat had a Teactivé status n hig AACHITECT Amu HCV assay sarligr ihan in the comparator anti-HCY assay,
supplemental testing with the' Chiron RISA HCV 5.0 SIA afid the Roche COBAS AMPLICOR HCV Test v20 was pérfarmed- on the reactive panel
members. The ddta aré summ'lmed in the foflowing 1ablr- : .

Days to Eviderice of HCV infection’
Semconversmn Panels

Comparator ARCHITECT .| Thiron ABA WGV | . Flochs COBAS. | Difterence in Days to
Anli-HCV assay Anti-HCY assay S ARSA ] AMPLICOR HCV Test v2.0 | Ani-MCV Reactive Resuits
panel I R o PR N RN ey T :I'N'Ilﬁ.“'; T - +. | Comparator - ARCHITECT®
PHYa04 7 VRS T N U S S - - O PR B B ) ]
© PHVEOS | 11 | 14 |18 | 7 SRRt e 7
PHVA0E 0 A R P e e 0
PHVA0? 13 18 | 12 1B N o o
“PHV9UE 1 13 {08 1 5 1A At opead : » A1 2
PHVED9 30 | e | 28 R : <] .. 2B - ]
PHvell | 4 | 18 | a4 g ] | - S c |
PHVE1t 3 14 a 14 0
PHVS1Z 4 7| 4 7 : _ o
PKVE14 19 FEZR L 16 19 16 a |
PHYE1E g {6 119 ] 0 16 16 18 - 3
PHVE17 22 B5 | 22 85§ - |- - : o
PHVD18 16 1 24 § 16 26| .- - 0
PHV920 RS s |1d ] _ D 13 3
HCV 6212 0 12 0 o de| ] e |- - °
HCV 8213 a5.p jarlasy o par | e e o
HCV 5214 23 25 | 25 a0 B -5
HCV 6216 E R AR - A I 23| -
HCY 8229 e |7 Teo | a0 | o ar lard TTTT TTT T ar 3

‘MR = Nonreactive, EQ = Equivocal, R = Fieaciwe NG = Indetermingtsg - -

* The dates of the lirst reactive test resulls ware ‘tompared i the comparalor assay and AHCHITECT Anti-HOY assay. i the first reactive
t@st result occcurred on this same day, then the difference is B it ARCHITECT Anti-HCV assay h'id an eartier datc ihen e ditference is
positive; Il ARCHITECT Afti-HCV ‘assay had 3 later date, then the differédce is negative - -

The panei never serdoonverted from a nonredmeve status lo a réaclwp status with the comparator anti-HCV assay
Supplamental tesling was not pulormed : o

Genotype Detection : : : _ - o
The ARCHITECT At-HEY agsay s scis the same cmﬂmcﬁ\y recoqrmed gmmlypes. nl HCV ay e comparamr anti- HCV assay. Two lats of genotype
panels were oblaingd from Terdgenix Corporation which consisled of the followiig genotwe% a5 datermised by e vendor: 1ai b, 1e, 2, 2a.2b, 2c, 3a;
“db, 4, a2 4c 44, 6,54, and Ba.Thé' [ots wers fesled using the ARCHITELT Anti-HOV agsay #nd the chmparator anti-HCY assay, and the Timal resd
were compared. The BRCHITECT and the comparater anli.-HCY dssay final results wire in $00% agreement’ for (he yesolyped af HOV. Co

3
e

B
£
5




BIBLIOGRARPHY

1.
2.

10

11,
12,
13,
14.
15,

16.
17.
18.
19.

20,

21.

22

23

24.
25

25

27.

Engvall E, Periman P. Enzyme-linked immunoscrbent assay (ELISA) guantitative assay of immunaglobutin G, immunochemistry 1971,8.871-874.

Choo QL, Kuo G, Weiner AJ, ef al. Isolation of a ¢ONA clone derived from a blosd-horne non-A, non-B viral hepatitis genome. Science
1988;244:359-362.

Kuc G, Choo QL, Alter HJ, et al. An assay for circulating antibodies to a major eliclogic virus of human non-A, non-B hepatitis. Science
1989,244:362-364.

Alter HJ, Purcell RH, Shin JW, et al. Detection of antibody 1o hepalitis C virus in prospectively foliowed transiusion recipients with acute and chronic
non-A, non-B hepatitis. N Engf J Med 1889,321:1494-1500.

Esteban Ji, Viladomi L, Gonzalez A, ef al. Hepatitis C virus antibodies amaong risk groups in Spain. Lancet 1989;ii:294-297.

Wan der Poel CL, Lelie PN, Choo QL, ef al. Anti-hepatitis C antibodies and non-A, non-B post-transfusion hepatitis in the Netherlands. Lance!
1989;i:297-288.

Esteban JI, Gonzalez A, Hernandez JM, et al. Evaluation of antibodies 1o hepatitis C virus in a study of transfusion-associated hepatilis. N Engl J
Med 1990;323:1107-1112.

Miyamura T, Saite |, Katayama T, et al. Detection of antibody against antigen expressed by molecularly cloned hepatitis £ virus cDNA: applicalion
tn diagnosis and bload screening for post-transfusion hepatitis. Proc Nalf Acad Sci (/SA 1990,87:983-887.

Aach RD, Stevens CE, Hollinger FB, et al. Hepatitis C virus infection in post-transfusion hepalilis: an analysis with first- and second-generation
assays. N Engl J Med 1991;325.13256-1329.

Alter MJ, Hadler SC, Judson FN, ef al. Risk faciors for acute non-A. non-B hepativs in the United Slales and association with hepatitis G virus
infaction. JAMA 1990264 2331-2236.

Choo QL, Weiner AJ, Overby LR, et ai. Hepalitis € virus: the major causative agent of viral nen-A, non-B hepatitis. 8r Med J 1990,45:423-441.
Dienstag JL. Non-A. non-B hepatitis. |. Recognition, epidemiology, and clinicat features. Gastroenteroiogy 1983;85:439.462,

Gitnick G. Non-A, non-8 hepatitis: etiology and clinical course. Ann Ray Med 1984,25.265.278

Wick MR, Moore §, Taswell HF. Non-A, non-B hepatitis associated with blood transtusion. Transfusion 1985,25:93-101.

Major ME, Rehermann B, Feinstone SM. Hepalitis C viruses. In: Knipe DN, Howley PM, eds. Fields Yirology. 4ih ed. Philidelphia: Lippncott Wilkams
& Wilkins, 2001:1127-1161.

Japanese Red Cross Non-A, Non-B Hepatitis Research Group. EHect of screening tor hepatitis C virus antibody and hepatitis B virus core antibady
on incidence of posl-transfusion hepatitis. Lancet 1591,338:1040-1041,

Donahue JG, Mufoz A, Ness PM, ef al. The declining risk of post-fransfusion hepatitis C virus infection. N Engl J Med 1992.327:369-373
Bukh J, Miller RH, Purcell RH. Genetic heterogeneity of hepatitis C virus: quasispecies and genotypes. Serinars in Liver Disease 1995,15:41-83.

US Department of Labor, Gecupatonal Safety and Heafth Administration, 29 CFA Pan 19101030, Occupational exposure to bloodborne
pathogens.

U8 Department of Health and Human Services. Biasafety in Microbiological and Biomedical Laboratories. 4th ed. Washington, DC: US Government
Prining Office; May 19399,

World Heattn Qrganization. Laboratory Biosafety Manual. Geneva: World Health Organization; 2004.

Clinical and Laboratory Standards Institute. Protection of Laboratory Workers from Occupationaily Acquired Infections: Approved Guideline - Third
Editton. CLSI Document M29-A23 Wayne, PA: CLSI; 2005

COC. Gudelines lor laboratory testing and result reporting of antibody to hepatitis C virus MMYYR 2003:52 {RRA-3).
Boscato LM, Stuart MG, Heterophilic antibodies: a problem for all immunoassays. Chin Chem 1988;34 27-33

Chlinical and Laboratory Stanuards Insttute. User Verification of Performance far Precision and Trueness: Approved Guideline - Secord Edition. CLS|
Dacument EP15-A2, Wayne, PA CLSI; 2008.

Clinical and Laboratory Stanga-ds nstitute. Evatuaton of Precision Performance af Quantitaive Measurement Methods: Approved Gudeling -
Second Edition. CLSI Document EPS-AZ. Wayne, PA: CLSI, 2004,

CDC. Recommendatons for prevention and control of Hepatitis C wvirus infecton and HCV-refated chronic disease. MMWR 1998:47 (RR-19).

The foliowing U S. Patents are refevant 1o the ARCHITECT System or s components. There are other such patents and patent apphcations i he United
States and worldwide.

5 468 646 5 543 524 5545 739

5 865 EY0 5 669 819 5 783 699

ARCHITECT is a registered trademark of Abbott Lahoratories.
PraClin is a registered trademark of Rohm and Haas

RIBA is a registered trademark of Chiron Gerporation.
COBAS AMPLICOR is a trademark of Roche Diagnostics

Abbott Laboratones

Diagnostics Drwiston
Anbott Park !l 60064

Manufaciured for
Atbott Laboratories, Abbott Park L

by

Abbett Diagnostics internatonal. LTD. Barceloneta, Puerta Rico

June 2006
<2006 Abbctt Laborataries

91



In Vitro Test

St ARCHITECT® E:{qw-ﬁ:/w

SYSTEM 34-4150/R1

Anti-HCV

Calibrator

Key to symbhols used

[REF]  List humbe: [EOT] LaotAumber
E in Vitro Diagnostic Medical Device m Expiration Date

i 8°C
\ﬁ Store at 2-8°C [caL]y] Caivator |
¢~

CAUTION: Consult actompanying
documents

Abpott Laboratories
Diagnostes Division
ADboit Park, 1. 60064 LSA 42006, Abaot Laboralorias




INTENDED USE

The ABCHITECT Anti-HCV Calibratar is used lar the calibration of the ARCHITECT /
Systam when the system is used tor the gualitative detection of immunoglebulin G
gy and immunoglebulin M {igM) antibodies 1o hepatitis C virus {anti-HCV) using
the ARCHITECT Ant-HOV Heagent Kit. The petformance of the ARCHITECT
Ani-HCV Calizrator has net been estabhished with any other anti-HCV assays.

PRINCIPLES OF THE PRGCEDURE
The ABCHITECT ¢ Syster caloulates the cutoft Relative Light Units (RLU) from
e mesn chemiluminescent signal of three Anti-HCV Caldrator 1 replicates. The
ageepiabiity of the calibration is assessed against a paraneler. If the calibration
s acceptable, the cuteft RLU is calculated by multiplying the Anti-HCY Calibrator
1 mean BLU by §.074.

Cutott RI.U — Galiprator 1 Maan Rit x 0.074
The accenlable calibration is stored by the ARCHITECT / Systern for use with any
reagent kit of that lot. The calibration should be used in conjunction with coentrol
ranges (0 determing the validity of the calibration.

WARNINGS AND PRECAUTIONS
= For in Vitro Diagnostic Use.

s
. \l_,b CAUTION: This product contains human sourced infectious andjor
potentially infectious components. No known test method can offer complete
assurance that products derived from human sources or inactivated
micraorganisms will hot transmit intection. Therefore. all human sourced
matetials should be considered potentially infectious. It is recommended
that these reagents and human specimens be handled in accordance with
the OSHA Standard on Bloodborne Pathogens.' Biosatety Levef 27 or other
appropriale biosafety practices™ should be used for materials thal contain
or are suspected of containing infectious agents.
The calibrator is reactive for anti-HCV and nonreactive for HBsAy, HIV-1 RNA of
HR-1 Ag. and anti-HIV-1/HIV-2, Reactive plasma is heat-inactivated.
This product contains sodium azide. Contact with acids liberates very toxic gas,
This material and ils container must be disposed of in @ safe way.

MATERIALS PROVIDED

1 Bottle (4 miy ARCHITECT Anti-HCV Calibrator 1 s recalcified, heat-inactivated
anti-HCV positive human plasma in recalcified anti-HCV negative human plasma.
Calibrator 1 is green and contains Acid Yellow Ne. 23 and Acid Blue No. 9 dyes.
Preservativa: sodium azide.

STANDARDIZATION

Calibrator 1 is traceable to an Abbott internal reterence standard. This internal
reference standard is manufactured by diluting anti-HCV reactive recalc
human plasma with ant-HCV nonreactive recalcified human plasma

.

PREPARATION AND STORAGE
+ The calibrator is liguig ready-to-use. No preparation is requirsd,

* When stored and handled as directed, the calibrator is stable uniil the expiration
date.

The calibrator must be stored at 2-8°C in an upright position and may be used
mmediately alter removal from 2-8°C storage,
Reter to the ARCHITECT Anti-HCV assay reagent package insert for the
maximum on hoard stabitity reguiremeants.

i ~87C

2 ..\*\
Store at 2.8°C

QUALITY CONTROL PROCEDURES
Refer to the ARCHITECT Anti-HCV assay reagent package insert and ARCHITECT
System Qperations Manual lor additional infermation.

A single sample of each conirol level must be tested to evaluate the assay

calibration. For information on ordering controls, refer to the ARCHITECT System

Operations Manual, Section 5.

» Ensure that assay conlrol values are within the ranges specitied in the coentrol
package insert.

Once an ARCHITECT Anti-HCV calibration is accepted and stored. all subsequent

samples may be lested without further calibration unless:

+ Areagent kit with a new lot number is used.

+ Cantrols are out of range

PROCEDURE

« ARCHITECT Anti-HCV Catibrator 1 must be mixed by gentle inversion befote
use.

To parform a calibration. test ARCHITECT Anti-HCV Calibrator 1 in triplicate.
The calibrator should be priority loaded.

To obtain the recommended volume requirements for the ARCHITECT Anti-HCV
Calibrator 1. held the bottle vertically and dispense 5 drops inio the respective
sample cup.

Fer itlormation on ordering calibrations, refer 1o the ARCHITECT System
Operations Manual, Seciion 6.
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INTENDED USE

The ARCHITECT Anti-HCV Controls are used for monitoring the performance of the
ARCHITECT { System when used tor the qualitative detection of immunoglebuiin G
{lgG} and immunogiobulin M (igM) antibodies to hepatitis C virus {anti-HCV) when
using the ARCHITECT Anti-HCV Reagent Kit. The performance of the ARCHITECT
Anti-HCV Controks has not been established with any other anti-HCV assays.

WARNINGS AND PRECAUTIONS
* For In Vitro Diagnostic Use.

& CAUTION: This product contains human sourced infactious and/
or potentiafly Infactious components. No known iest method can offer
complete assurance that preducts derived from human sources or inactivated
microorganisms will not transmit infection. Therefore, all human sourced
materials should be considered potentially infectious. It is recommended
that these reagents and human specimens be handied in accordance with
the OSHA Standard on Bisodborne Pathogens.) Biosalety Level 22 or other
appropriate biosafety practices® should be used tor materials that contain or
are suspected of containing infectlous agents.

« The negative control is nonreactive for HBsAg, HIV-1 RNA or HiV.1 Ag,

anati-HIV-1/HIV-2, and anti-HCV.

» The pusitive control is reactive for anti-HCV and nonreaclive tor HBsAg, HIV-1

RNA or HiV-1 Ag, and anli-HIV-1/#HiV-2. Reactive plasma is heat-inactivaied.

« This product contains sodlumn azide. Coatact with acids liberales very toxic gas,

This material and iis container must be disposed of in a safe way.

MATERIALS PROVIDED
2 Botiles {8 mL each) ARCHITECT Anti-HCV Conirols (1 boitie of negative controi
and 1 bottie of positive controi}.

s The negative conirod Is recalciied human plasma, Preservative: sodiurm
azide.

» The positive control is recalcified, heat-inactivated anti-HCV positive human
plasma, in recalkcifiad anti-HCY negative human plasma. The positive conirol
is blue and contains Acid Blue No. § dye. Preservative: sodium azide.

PREPARATION AND STORAGE

Controls are liquid ready-to-use. No preparation is required,

« When stored and handled as direcied, the controls are stable untii the expiration
date.

The cohliols must be stored at 2-8°C in an upright position and may be used
immediately after removal from 2-8°C sicrage.

Refer 1o the ARCHITECT Anti-HCV assay reagent package insert for the
maximum on board stability requirements.

Vs .

.

.

re—~
Store at 2-8'C

QUALITY CONTROIL. PROCEDURES

Regfer to the ARCHITECT Anti-HCV assay reagent package insert and ARCHITECT
System Operations Manual for additional intormation.

The recommended contrel reguirement lar the ARCHITECT Anti-HCV assay is
that a single sample of each control jevel De tested once every 24 hours each
day of use. Additional conirois may be tested in conformance with local, state,
andjor federal reguiations or acereditation requirements ang your laboratery’s
guatity control policy.

PROCEDURE

ARCHITECT Anti-HCV Controls must be mixed by gentle inversion before use.
To obtain the recommended volume requirements for the ARCHITECT Anti-HCV
Controls, hold the botlles vertically and dispense 6 drops of each conirgl intg
2ach resgective sampie cup.

.

For information on ordering patient specimens and the positive control and
for general operaling procedures, refer 1o the ARCHITECT System Operations
Manual, Section 5,

Usae the following instructions to order an ARCHITECT Ant-HCV Negative
Control (nonraactive for anli-HCV):

Grder the negative cantroi as a patient sample. The hegative control cannot
be ordered as a Control,

For the negative control, de not conligure or use the Westgard or Levey-
Jennings software scraens for quality control analysis. The use of these
screens for the negative control will result in dala that is not statistically
valid.

Manual verification of the vasidity of the negative contro! is required any
time the negalive control is run, For control vatues that fall outside the
validity range listed in this package inserl. refer to the ARCHITECT / System
Operations Manual, Section 10 for troudleshooting infermation.

Because the negalive conlrol is run as a patient sample, patient values will
not be flagged by the ARCHITECT ¢/ System I a negative control is outside
of its control ranga, Only ralease patient rgsults il a valid negative contral
value is obtained.

+ To froubleshoot controf values that fall outside the controt range, refer 1o the
ARCHITECT Systam Operations Manual. Section 10.

EXPECTED RESULTS
The controls must talt within the following ranges:

Cantrol Color Titer Range {S/CO)

ConTRoL]-! Mat:i
[conTRou]+]

Note: The insert ranges for the cantrols are not o1 specitic and reprasent the
total range ol values which may be genaraled throughou! ihe lile of 1he product.
It is recommentied that each laboratory establish s own means and acceptadle
ranges which shauld fall within the package inser! ranges. Spurces of varnation
that can be expectled include;

MiA R

= Calibration « Control fot * Instrument

* Calibrator lot + Reagent lot
LIMITATIONS
Cuortrol values have not been established for assays gther than the ARCHITECT
Anti-HCV assay. It the user wishes 0 use this control maternial with other assays.,
il 13 their responsibility 1o establish the appropriate ranges,
The ARCHITECT Anti-HCV Controls are in & serum matnx made fram recaicified

plasma. The use:s should provide altesnate conirel matenat for plasma when
NeCESSAry.

The controls are not calibrators and shoultf ot be vsed tor assay calioration,
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